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Carol Browner, Administrator
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Attention: Chemica Right-to-Know Program — -8
i
Jessica T. Sandler, MHS Q;ﬁ;
Federd Agency Liaison my
People for the Ethicd Treatment of Animds
4800 Basdline Road, #E104-390 on
Boulder, CO 80305
Re  Response to Comments on Test Plan
Dear Ms. Browner and Ms. Sandler:
This letter is submitted by the American Chemistry Council Olefins Panel
(Pandl) to respond to comments it has received on its test plan and robust summaries for
the Crude Butadiene C4 category. Comments were received from the Environmenta
Protection Agency (EPA) and People for the Ethicd Treatment of Animds (PETA).
Gengrd Comments and Response
The Pand appreciates EPA’s recognition that the Pand supplied a
complete package that congtituted an acceptable category submisson and test plan
overdl. The Pand adso appreciates PETA’s recognition that the Pand has formed an
appropriate chemica category and is taking appropriate steps to coordinate with the
efforts of other industry groups which are addressing related chemicd categories.
PETA has rased a number of questions concerning the necessty of the
proposed testing. The Pand takes these comments serioudy, and agrees with the
principles PETA cites from EPA’s October 14, 1999 letter, namely that: (1) in andyzing
the adequacy of exiging data, participants shdl conduct a thoughtful, quditative andyss
rather than use a rote checklist approach; and (2) before generating new information,
paticipants in the HPV program should consder whether any additiond information
obtained would be useful or rdevant. In this case, however, the Pand believes it has
achieved an appropriate baance between identified data gaps and anima wedfare
concerns.
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As the Pand develops test plans for additionad chemica categories, the
Pand will goply thoughtful, quditative andyses in lieu of a rote checklist approach, and
will make every reasonable effort to avoid unnecessary use of laboratory animals.

Sugoestion to Eliminate the Acute Inhdaion Test

Both EPA and PETA have recommended againgt the conduct of an acute
inhdaion (LCsq) test. The Pand agrees with this recommendation and the supporting
rationales presented by EPA and PETA, and accordingly will delete this sudy from the
test plan. Moreover, the Pand will not include an acute inhdation study in future test
plans for other olefins categories absent some unique judtification not present in this case.

Other EPA Comments

EPA has presented severa other specific comments. Mot of these will be
addressed in the Pand’s fina report for this test plan. We address here one specific
comment: EPA’s suggestion that the Panel consder conducting the in vivo hedth effects
studies in mice, not rats, based on available studies of 1,3-butadiene that show that the
mouse is the more sensitive species based on exposure concentrations.

The Pand has consdered this comment, and has decided to conduct the
OECD Guiddine Number 422 study (combined repeated dose/reproductive and
developmentd effectsneurotoxicity screen) in the rat for severd reasons. Fird, the
OECD 422 study was designed for the rat and the standard test protocol specifies the rat
as the test species. Second, because the rat is the usual test species for this study, an
extensve higtorical control database exigts for the rat. We are not aware of a comparable
historica control database for the mouse. Third, for approximately equivaent exposure
concentrations of 1,3-butadiene by inhdation, the metabalic profile in rats and mice is
remarkably different. Rats form much less of the diegpoxide metabolite than mice, and
mechanigic studies show that the diepoxide metabolite is obligatory for ovarian arophy.
Fourth, extensve in vitro and in vivo metabolic studies in mice, rats and human tissues,
shows that the metabolic profile of butadiene in humans is more Smilar to rats than it is
to mice. Sdection of the mouse as the “most sengtive’ species is ingppropriate because
of its documented unique metabolic status. The Panel believes the rat is the more
appropriate test species for the combined repeated dose/reproductive and devel opmental
effectgneurotoxicity screen, in generd, and specificdly for process dreams containing
butadiene. The application of the rat as the test species based on available scientific data
is expected to provide an assessment of risk more redidicaly relevant to humans.

In the case of the micronucleus test (OECD Guiddine Number 474),
where the mouse is the usud test species, the Panel will use the mouse. The Pand
believes the mouse is scientifically appropriate because the purpose of the test is to
determine the genotoxicity potentid of streams containing butadiene, the mouse is the
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usual test species for this test, and butadiene does not cause an effect i vitro or in a rat
micronuclens test, The Panmel views the mouse micronucleus test as a mechamistic test,
rather than a test to determine potential nsk to humans; thus, the use of an overly
censitive test species is not inappropriate.

In summary, the Panel has considered the choice of test species and does
plan to use the standard fest protocol and standard test species for each mammalian test
conducted on Group | test streams.

The Panel appreciates the comments it has received from EPA and PETA.
Any comments or questions concerming this letter may be directed to Elizabeth |, Momn,
Manager of the Olefins Panel, at (301 924-20064, or via email at
Elizabeth  Moranf@americanchemistry.com.

Sincersly  yours,

Courtney M. Price
Vice President, CHEMSTAR



